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increased dosage of active genes in regions which escape X inactivation, and (2) asynchronous replication of the extra X chromosomes. 7 In either case, the amount/ timing of genes expressed on the X chromosome is altered.
The classic clinical findings reported in persons with a 49,XXXXY karyotype have included radioulnar synostosis, mental deficiency, and hypogonadism.9-" Because these findings are not distinctive from the clinical findings in Klinefelter syndrome, subjects with 49,XXXXY syndrome are often labelled as having Klinefelter syndrome (47,XXY) or as being a "Klinefelter variant". There are a few reports, however, which do make a point of differentiating this sex chromosome aneuploidy from Klinefelter syndrome. ' 15 '/2 years. He is a white male who was born at term to a non-consanguineous, 22 year old, G(1)P(l) mother and a 24 year old father. The pregnancy was uncomplicated. Birth weight was 3450 g (50th centile) and length was 48 cm (3rd-i Oth centile) (table  1) . Postnatally, he was found to have tetralogy of Fallot and subsequently underwent ventricular septal defect repair.
Case 2 was ascertained at 1 year of age by karyotype analysis for dysmorphic features and developmental delay. On examination at 1 year, his height and weight were at the 20th to 25th centile range for age and head circumference was greater than 2 SD below the mean (table  1) . Physical features included plagiocephaly, low anterior hairline, right preauricular pit, short neck, abnormal palmar creases with bilateral fifth finger clinodactyly, small penis and testes, and delayed bone age. He was lost to follow up until the age of 14 In conclusion, we believe that 49,XXXXY syndrome is a distinct clinical entity and should not be "lumped" together with Klinefelter syndrome. People with 49,XXXXY syndrome have distinctive facial features, are more mentally handicapped, and have greater speech difficulty than those with Klinefelter syndrome. In addition, males with 49,XXXXY syndrome are generally shorter, have distinct skeletal anomalies, and an increased incidence of congenital heart defects when compared to males with a 47,XXY karyotype. The presence of congenital heart defects in subjects with 49,XXXXY syndrome suggests special attention be given to the cardiac evaluation. Conversely, males with congenital heart defects who fit the phenotypic description of 49,XXXXY syndrome or who have significant speech impairment or both are candidates for chromosome analysis.
